Abstract The Gorham-Stout syndrome is a rare condition in which spontaneous, progressive resorption of bone occurs. The diagnosis is based on clinical, radiological and histopathological findings after excluding other etiologies and as a result it is often delayed. We present the case of a 21-year-old male diagnosed with Gorham-Stout syndrome with involvement of the majority of the mandible, partial involvement of right maxillary, temporal and zygomatic bones and discuss its diagnostic and therapeutic features.
Introduction
Gorham-Stout syndrome (GSS) is a rare disease belonging to the primary idiopathic osteolysis syndromes. Etiology still remains unclear. It is a bone disease that results from uncontrolled endothelial proliferation of lymphatic and vascular vessels in bone and soft tissues around it, resulting in destruction and resorption of bone matrix [1] . The disease is not fatal by itself and the prognosis of the condition is generally considered to be good with overall mortality of about 13 %. GSS is nonhereditary and may occur at any age, although it is most commonly seen in young adults and rarely in the elderly [2] . The symptoms are variable and mortality depends on the affected area [3] . The maxillofacial region is one of the regions frequently affected. The first maxillofacial case was described by Romer et al. [4] in 1928, and since then the number is increasing. In this case we present a patient with GSS that caused almost totally osteolysis of bilateral mandible, including right unilateral zygomatic and maxillary bone partial lysis which is a rare entity.
Case
A 21-year-old male patient was admitted to the clinic for medical board report. In history, the patient was admitted to chest diseases department with dyspnea and persistent cough at the age of 19. The patient gave a history of mandible fracture after trauma at the age of 6. On examination, the patient's pectus carinatum and micrognathia was detected (Fig. 1) . No mandibulary bony support was palpated. He has no teeth visible in mandible. Hard palate was narrow and upper canine teeth were not on the line (Figs. 2, 3 ). Thoracal CT showed bilaterally pleural and pericardial effusion (Fig. 4) . Maxillofacial CT showed that only left condyle and coronoid process of mandible were present. Also right maxillary, temporal and zygomatic bones were partially osteolytic (Figs. 5, 6 ). Bone survey showed diffuse lytic lesions in whole body and mandible disappeared as a conclusion of lysis compatible with ''vanishing bone phenomenon''. normal and 25-hydroxyvitamin D level was low (14.6 ng/ dL). Urinary deoxypiridinoline (DPD) level was high (11.844 nM/mMcre). Bone densitometry showed diffuse osteopenia. CT-guided bone marrow aspiration biopsy from right iliac bone lytic lesion was reported as normal.
CT-guided tru-cut bone biopsy from same lytic lesion performed and reported as mature bone tissue. Thoracentesis of pleural effusion was reported as chylothorax and benign cytology. Lymphoscintigraphy was performed and did not report any pathology. The patient was diagnosed as GSS due to clinical, radiological and histopathological findings. The patient was given lipid poor diet. Palliative rapid thoracentesis was performed for chylothorax. Bisphosphonates therapy was started for treatment of osteoporosis. Mouth opening was over 3 cm and oral diet of patient was enough with soft diet. There was no loss of weight. The patient did not have any request for therapy for maxillofacial structures, and surgical treatment was not recommended.
Discussion
GSS was first defined by Jackson in 1872 [5] . In 1954, Gorham and Stout presented the disease as a syndrome [6] . It is believed to have equal prevalence in males and females, but some authors suggest males are more commonly affected [4] . There is no family history of GSS in affected people [7] , our patient also did not give such history. Generally it is diagnosed before the age of 40 [1] . All the bones of the body may be influenced, among facial bones the mandible is most frequently affected [8] . Ethology is not clear. Osteolysis secondary to angiomatosis [9] , increased osteoclast activity due to high level of IL6 [2] and minor traumas are accused [1] . Our patient gave a history of minor trauma in childhood.
There are no general symptoms that accompany the disease, but some symptoms such as pain, progressive weakness, edema and skeletal deformities may occur. These symptoms depend on the side of involvement. The diagnosis is accounted by radiologic examination, clinical and histopathological findings of the affected area. The differential diagnosis of this condition includes acroosteolysis of Hajdu and Cheney, generalized lymphatic anomaly (GLA). Also other disorders seen with systemic or localized bone lysis such as Paget Disease (PD) and Langerhans Cell Histiocytosis (LCH) should be considered. Hajdu-Cheney syndrome (HCS) is a very rare, heritable disorder of connective tissue seen with osteoporosis. It has autosomal dominant inheritance. Frontal bossing, low hairline at forehead, low set ears, long philtrum, micrognathia and premature loss of teeth are characteristic features of the disease [10] . Our patient had no family history and none of clinical features were present except micrognathia. GLA is a multisystem disorder that is characterized pathologically by a persistence of dilated lymphatics. Bone involvement should be present but multiple lytic lesions confined to the medullar cavity and there is no cortical destruction [11] . In our case, lymphoscintigraphy was normal and lytic lesions were located at the subcortical area of bones. LCH can be diagnosed histopathologically by S100 and CD1a stained dentritic cells obtained from lytic lesions. In our case, both bone marrow aspiration biopsy and tru-cut bone biopsy obtained from lytic lesions were reported as normal. PD has characteristic plane X-ray image called'cotton-wool image'. Bone ALP level in serum and urinary DPD level are high. In our case, there was 'vanishing bone image' and bone ALP level was normal.
GSS is a progressive disease but rarely fatal, the most common sequelae are those from fractures [12] . The process usually involves one bone, but progression from one bone to the others is possible. Osteolysis of the entire mandible that progresses to the maxilla, skull and the spine has been reported [8] . Chylous pericardial and pleural effusion due to vertebral, costal, scapular and sternal affection is related to poor prognosis of disease; and chylothorax is probably the most serious complication that can lead to death [13] . Respiratory failure can occur when the cervical spine or ribs are involved. Another life-threatening complication of GSS is meningitis secondary to CSF leakage [14] .
The treatment strategy has no specific guideline and consists of surgical and radiation therapy, also medical therapy modalities are commonly developing with further investigations. Basically, estrogens, calcium, bisphosphonates, vitamin D, fluoride and calcitonin are used in medical therapy [1] . Surgical therapy, such as resection and reconstruction with bone grafts or flaps of the diseased Fig. 6 Involvement of right temporal, zygomatic and maxillary bones tissue, is frequently unsuccessful due to fragility of donor vessels or reabsorption of grafted bone [4, [15] [16] [17] . Recalcification of the osteolytic areas does not spontaneously occur; therefore reconstruction should be undertaken once disease process is arrested. Low dose radiotherapy may be suggested to prevent prognosis of osteolysis [1] , but its complications should be carefully considered especially in patients with facial bones involvement because of the potential risk of orofacial side-effects, such as radiationinduced osteonecrosis of the jaws [4] . Chylothorax in some cases requires ligature of the thoracic duct [12] . Our patient had pleural effusion and rapid Thoracentesis therapy was done but due to continuous pleural effusion, he was considered for pleurodesis by respiratory department; but after regular controls there was no necessity for invasive treatment and only bisphosphonates therapy proceeded. Because the disease is often self-limiting, conservative treatment appears to be an appropriate treatment option [1] . In this case, the patient did not have major difficulty in oral regimen and suffer from loss of weight, and did not request for any surgical therapy and so no surgical therapy was suggested. At present, the patient remains under observation by both clinics.
Conclusion
Gorham's syndrome is rare and due to variable symptoms is a hardly diagnosed disease. Histopathological features and molecular components are still unrevealed. There is still no standard treatment concept of this disease. The decision of therapy and a treatment guideline may be formed with new cases and further investigations in the future.
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